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DETAILED ACTION 
Status of the Application 

[1] Claims 23, 25-28, 33, and 35-42 are pending in tine application. 

[2] Receipt of a terminal disclaimer, filed on 9/29/08, is acknowledged. 

[3] Applicant's response to the Requirement for Information under 37 CFR 1 .105, 

filed on 2/2/09, is acknowledged. 

[4] Applicant's arguments filed on 9/29/08 in response to the Office action mailed on 
5/27/08, are acknowledged. Applicant's arguments have been fully considered and are 
deemed to be persuasive to overcome at least one of the rejections and/or objections 
previously applied. Rejections and/or objections not reiterated from previous office 
actions are hereby withdrawn. 

[5] The text of those sections of Title 35 U.S. Code not included in the instant action 
can be found in a prior Office action. 



Claim Rejections - 35 USC § 103 

[6] The rejection of claims 23, 25-28, 33, and 39-42 under 35 U.S.C. 103(a) as being 
unpatentable over Farwick-1, Farwick-2, Farwick-3, Farwick-4, Farwick-5, Burke-1, 
Burke-2, Burke-3, Burke-4, Burke-5, Hans, Nampoothiri-1 , Nampoothiri-2, Nampoothiri- 
3, Nampoothih-4, Mockel-1, Mockel-2, Mockel-3, Dusch, Wehmeier, Dunican-1, 
Dunican-2, Dunican-3, Dunican-4, OR Dunican-5 in view of Kramer, Grabau, Chang-1, 
and Chang-2 is maintained for the reasons of record and the reasons set forth below. 
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The rejection was fully explained in a prior Office action. See paragraph 6 beginning at 
p. 2 of the Office action mailed on 2/2/09. 

RESPONSE TO ARGUMENT: At p. 2 of the remarks filed on 9/29/08, applicant 
attempts to disqualify the primary references as prior art under 35 U.S.C. 102(e) based 
in-part on the claimed invention being allegedly made by or on behalf of parties to a joint 
research agreement. 

Applicant's argument is not found persuasive because applicant has not 
perfected the requirement(s) of 35 U.S.C. 103(c)(2)(C), which states "the application for 
patent for the claimed Invention discloses or is amended to disclose the names of the 
parties to the joint research agreement". 

[71 Clalm(s) 23, 25-26, 28, 33, and 42 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Kikuchi et al. (US Patent 5,932,453; hereafter referred to as 
"KIkuchI") In view of Shimlzu et al. (US Patent 5,445,948; hereafter referred to as 
"Shimizu") and Chang et al. {J Bacteiiol 154:756-762, 1983; cited as reference V in the 
Form PTO-892 mailed on 10/19/05; hereafter referred to as "Chang"). 

The reference of Kikuchi is cited as teaching methods for producing and 
collecting L-amino acids, in particular L-lysine and L-threonine, from a culture medium 
using E. coli, Including a step of measuring the amount of L-lysine produced (column 9, 
line 62 to column 10, line 52 and column 15, line 61 to column 18, line 55) and further 
discloses modified E. coli strains that overproduce L-threonine (column 1 , lines 34-49). 
It Is noted that by culturing the E. coliol Kikuchi to produce L-lysine or L-threonlne, the 
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L-lysine or L-threonine is necessarily concentrated in tlie medium. Tlie difference 
between the metliod of Kil^uchi and tlie claimed method is that the E. coli used in the 
method of Kikuchi does not have an inactivated poxB gene. 

The reference of Shimizu teaches culturing E. coli results in accumulation of 
acetate in the culture medium (column 3), further teaches that acetate inhibits the 
growth of E. coli in culture (column 4, lines 12-27), and suggests removing the acetate 
from the culture medium to enhance production of a desired product produced by the E. 
coli (column 6, lines 34-40). 

The reference of Chang teaches pyruvate oxidase of E. coli catalyzes the 
decarboxylation of pyruvate to form acetate (p. 756, column 1 , top). Chang teaches an 
E. coli mutant with an inactivated poxB gene, wherein the gene is inactivated by 
Insertion of a transposon into the poxB gene (see, e.g., p. 758, Table 2 and p. 759, right 
column). Chang teaches culturing of the E. coli mutant (see, e.g., p. 756, right column) 
and the results of Chang indicate that inactivation of the poxB gene in E. coli is not 
lethal (see particularly p. 758, left column, middle). According to Chang, growth of E. 
coli on acetate produced by pyruvate oxidase is "feeble" and teaches that preliminary 
results Indicate that most of the endogenous production of acetate is blocked in an E. 
coli strain with an inactivated poxB gene (p. 762, column 1 , top). 

Therefore, at the time of the invention, it would have been obvious to one of 
ordinary skill in the art to combine the teachings of Kikuchi, Shimizu, and Chang for a 
method of producing an L-amino acid using an E. co// with an inactivated poxB gene. 
One would have been motivated to do this because Shimizu and Chang teach acetate 
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inhibits growth of E. coli in culture and Chang teaches pyruvate oxidase catalyzes the 
production of acetate, which is blocked in an E. co// with an inactivated poxB gene. One 
would have had a reasonable expectation of success for a method of producing an L- 
amino acid using an E. co// with an inactivated poxB gene because of the results of 
Kikuchi, Shimizu, and Chang. Therefore, the method of claims 23, 25-26, 28, 33, and 42 
would have been obvious to one of ordinary skill in the art at the time of the invention. 

[8] Claim(s) 27 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Kikuchi in view of Shimizu and Chang as applied to claims 23, 25-26, 28, 33, and 42 
above and further in view of Matsui et al. (US Patent 4,391 ,907; hereafter referred to as 
"Matsui"). 

The relevant teachings of the references of Kikuchi, Shimizu, and Chang are set 
forth above. The difference between the method suggested by the combination of 
Kikuchi, Shimizu, and Chang and the method of claim 27 is that the combined teachings 
of Kikuchi, Shimizu, and Chang do not teach or suggest L-valine as the desired amino 
acid for production and isolation. 

The reference of Matsui teaches the use of E. coli as an L-valine production host 
{e.g., column 6). 

Therefore, at the time of the invention, it would have been obvious to one of 
ordinary skill in the art to combine the teachings of Kikuchi, Shimizu, Chang, and Matsui 
to inactivate the poxB gene in an E. co// for use in production and isolation of L-valine. 
One would have been motivated to do this because Matsui teaches E. coli useful in the 
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production of L-valine. One would liave had a reasonable expectation of success to 
inactivate tlie poxB gene in an E. co// for use in production and isolation of L-valine 
because of the results of Kikuchi, Shimizu, Chang, and Matsui. Therefore, the method 
of claim 27 would have been obvious to one of ordinary skill in the art at the time of the 
invention. 

[9] Claim(s) 39-41 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Kikuchi in view of Shimizu and Chang as applied to claims 23, 25-26, 28, 33, and 42 
above and further in view of Dunican et al. (US Patent 6,586,214; hereafter referred to 
as "Dunican"). 

The relevant teachings of the references of Kikuchi, Shimizu, and Chang are set 
forth above. The difference between the method suggested by the combination of 
Kikuchi, Shimizu, and Chang and the method of claims 39-41 is that the combined 
teachings of Kikuchi, Shimizu, and Chang do not teach or suggest inactivating the E. 
coli poxB gene by deletion mutagenesis, homologous recombination, and/or transition 
or transversion mutagenesis. 

The reference of Dunican teaches methods for attenuating gene expression, 
including "transitions, insertions, deletions and transversions" and teaches that such 
methods are achieved by known prior-art techniques (column 6, lines 17-61). Dunican 
goes on to teach attenuation by deletion mutagenesis, homologous recombination, and 
transition or transversion mutagenesis {e.g., claim 1 ). 
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Therefore, at the time of the invention, it would have been obvious to one of 
ordinary skill in the art to combine the teachings of Kikuchi, Shimizu, Chang, and 
Dunican to inactivate an E. coli poxB gene by deletion mutagenesis, homologous 
recombination, and/or transition or transversion mutagenesis and use the resulting E. 
coli in the method of Kikuchi. One would have been motivated to do this because 
Dunican teaches such methods are known for gene inactivation and require only routine 
techniques to practice. One would have had a reasonable expectation of success to 
inactivate an E. coli poxB gene by deletion mutagenesis, homologous recombination, 
and/or transition or transversion mutagenesis and use the resulting E. coli in the method 
of Kikuchi because of the results of Kikuchi, Shimizu, Chang, and Dunican. Therefore, 
the method of claims 39-41 would have been obvious to one of ordinary skill in the art at 
the time of the invention. 



Claim Rejections - Double Patenting 
[10] The provisional obviousness-type double patenting rejection of claims 23, 25-28, 
33, and 39-42 as being unpatentable over claim 7 of co-pending US non-provisional 
application 1 0/483,41 3 is withdrawn in view of the amendment to the claims in the '413 
application. 



[11] The obviousness-type double patenting rejection of claims 23, 25-28, 33, and 39- 
42 as being unpatentable over claim 28 of US Patent 7,319,026 is withdrawn in view of 
the terminal disclaimer filed on 9/29/08. 
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[12] The provisional obviousness-type double patenting rejection of claims 23, 25-28, 
33, and 39-42 as being unpatentable over: 1) claim 44 of co-pending US non- 
provisional application 10/794,417, claim 22 of co-pending US non-provisional 
application 10/812,315, and claim 33 of co-pending US non-provisional application 
1 1/350,043 is maintained for the reasons of record and the reasons set forth below. The 
provisional rejection was fully explained in a prior Office action. See paragraphs 6-7 
beginning at p. 7 of the Office action mailed on 5/27/08. 

RESPONSE TO ARGUMENT: At p. 3 of the remarks filed on 2/2/09, applicant 
requests that the provisional rejections be withdrawn and permit the application to issue 
as a patent. This is not found persuasive since this provisional rejection is not the only 
remaining rejection in the application. 

[13] Claims 23, 25-28, 33, and 39-42 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claim 40 of 
copending Application No. 1 1/658,477. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because the claims of the above 
mentioned applications anticipate claims 23, 25-28, 33, and 39-42 herein or the 
specification of the application supports an embodiment that would anticipate claims 23, 
25-28, 33, and 39-42 herein. Claims 23, 25-28, 33, and 39-42 of the instant application 
cannot be considered to be patentably distinct over the claims of the above mentioned 
applications when there is a specifically recited embodiment that falls within the scope 
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of claims 23, 25-28, 33, and 39-42 herein. Alternatively, claims 23, 25-28, 33, and 39-42 
cannot be considered to be patentably distinct when there is a specifically disclosed 
embodiment in the applications that supports the claims and falls within the scope of 
claims 23, 25-28, 33, and 39-42 herein because it would have been obvious to one of 
ordinary skill in the art to modify the claimed methods by specifically using an 
Escherichia coli host with an inactivated poxB gene. One of ordinary skill in the art 
would have been motivated to do this because that embodiment is disclosed as being a 
preferred embodiment within the claims. This is a provisional obviousness-type double 
patenting rejection because the conflicting claims have not in fact been patented. 

Conclusion 

[14] Status of the claims: 

Claims 23, 25-28, 33, and 35-42 are pending. 
Claims 23, 25-28, 33, and 39-42 are rejected. 

Claims 35-38 are objected to as being dependent upon a rejected base claim, 
but would be allowable if rewritten in independent form including all of the limitations of 
the base claim and any intervening claims. 

No claim is in condition for allowance. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David J. Steadman whose telephone number is 571- 
272-0942. The examiner can normally be reached on Mon to Fh, 7:30 am to 4:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Andrew Wang can be reached on 571-272-081 1 . The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/David J. Steadman/ 

Primary Examiner, Art Unit 1656 



